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REMARKS/ARGUMENTS 



Reconsideration of this application and entry of the foregoing amendments are 
respectfully requested. 

The Examiner's indication of allowable subject matter is noted with appreciation. 

Claim 24 has been revised to reintroduce the word "The" which was inadvertently 
deleted in the prior Amendment. New claims 30 and 31 have been added. New claim 

30 corresponds to claim 1 but, in claim 30, X is limited to S, S=0, and S0 2 . New claim 

31 corresponds to claim 1 but, in claim 31, R4 is defined as N(Z)Y and R5 as OH. The 
claims as presented are free of the art and are fully supported by an enabling 
disclosure. 

Claims 1 , 2 and 25-27 stand rejected under 35 USC 103 as allegedly being 
obvious in view of Rossignol et al in view of Greene et al. Withdrawal of the rejection is 
submitted to be in order for the reasons that follow. 

Rossignol et al discloses endotoxin analog compounds at column 2, lines 58-67, 
and at the top of column 3. The rejection appears based on an intermediate involved in 
the synthesis of these endotoxins: 
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This intermediate differs from compounds of the present invention in having a 
trifluoroacetamide at C-2 and a decyl moiety at C-3. 

As Applicants understand it, the Examiner is of the view that, although the 
compound shown does not fall within the scope of claim 1 , it would have been obvious 
for one skilled in the art to take the teachings of Greene et al and find new compounds 
that would fall within the scope of claim 1 and that would be useful in effecting the 
invention of Rossignol et al. Applicants respectfully disagree. Further, Applicants 
submit that even if an artisan had been motivated to combine Rossignol et al with 
Greene et al (which would not have been the case), the artisan could not have 
reasonably expected success for the reasons that follow. 

The compound of Rossignol et al shown above appears at column 31 , lines 30- 
50 of the Rossignol et al. This compound is an intermediate in a synthetic sequence 
which is represented in part by the structures below. These structures have been 
labeled for convenience only and the labels are not present in the Rossignol et al 
specification. 
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Thus, in Rossignol et al, compound A is alkylated in THF/DMF with 60% sodium 
hydride and an alkyl-tosylate precursor to yield compound B. Compound B is then 
treated with HF to yield C which is further elaborated to compound E an intermediate in 
the preparation of endotoxin A. While it is true that Greene et al provides alternative 
protecting groups for the trifluoroacetamide protecting group, one skilled in the art would 
not have been motivated to try any of these alternatives because there would have 
been no basis for a reasonable expectation of success . The selection of any other 
amide type protecting group or a urea would result in N-alkylation of the C-2 amine 
under the conditions described in Rossignol et al (sodium hydride, DMF, THF, 
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overnight). The trifluoroacetamide group is somewhat unique in it's ability to protect the 
amide NH from alkylation in this scenario. 

The Examiner is respectfully requested to clarify the basis for including claims 
25, 26 and 27 in this rejection since they encompass selections that fall outside the 
disclosures of Rossignol et al and Greene et al. Indeed, the compounds of claims 25, 
26 and 27 could not have been substituted into the synthetic sequence of Rossignol et 
al with any expectation of success, either because of the difficulties with N-alkylation 
described above, or because the substituents at R1 would not be removable (i.e., they 
are not protecting moieties) in the sequence described by Rossignol et al. 

Applicants submit that the instant invention would not have been obvious over 
Rossignol et al in view of Greene et al and that one skilled in the art would not have 
anticipated success, even if the combination of Greene et al with Rossignol et al had 
been made. The skilled person would not have elected to replace the trifluoroacetyl 
group of Rossignol et al with another N-acyl protecting group described in Greene et al. 

The Examiner contends that "[o]ne of ordinary skill in the art would have 
recognized that a wide diversity of possible groups can be used to accomplish the same 
goal of protecting the 2-amino group on the synthetic intermediate, and that substituting 
one for another is routine and conventional in the art". Applicants submit, however, that 
the substitution of protecting groups must be undertaken on a case by case basis with 
due reference to the synthetic sequence as a whole and the individual characteristics of 
the molecules involved. The Examiner's assertion that such substitutions would have 
been predictable and routine is simply not well founded. Reconsideration is requested. 



-28- 



l 677705 



WEST et al 

Appi: No. 10/524,048 

August 23, 2010 

Claims 1 , 2 and 25-27 stand rejected under 35 (JSC 103 as allegedly being 
obvious in view of Jiang et al in view of Greene et al. Withdrawal of the rejection is 
submitted to be in order for the reasons that follow. 

Jiang et al discloses lipid A analogs. The Examiner makes reference to a 
synthesis that proceeds through intermediates 60 and 62 in Figure 17. The Examiner 
contends that the phthalimide in compound 60 or 62 could be replaced by an N-acyl 
protecting group disclosed in Greene et al and that such a compound could be used in 
the synthetic sequence to yield compound 63 which then leads to the lipid A analogs of 
Jiang et al. 

As discussed above, the treatment of amide groups with sodium hydride, benzyl 
bromide in DMF (and in the previous step, 59 to 60, with sodium hydride, allyl bromide, 
DMF) would be expected to result in N-alkylation, an N-trifluoroacetyl group being the 
exception. 

Applicants respectfully submit that one of ordinary skill in the art would not have 
sought to substitute the phthalimide protecting group of Jiang et al (in 59, 60, 61 and 62) 
with an N-acyl protecting group disclosed in Greene et al because one of ordinary skill 
in the art would have anticipated difficulties and would not have expected success with 
such a substitution. Thioamide, thiourea and thiocarbamate protecting groups are 
further precluded since such functional groups are well known to undergo enolization 
and S-alkylation under alkylating conditions. 

Applicants contend that the instant invention would not have been obvious over 
Jiang et al in view of Greene et al and that one skilled in the art would not have 
expected success in combining the teachings of Greene et al with those of Jiang et al. 
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One would not have elected to replace the phthalimide group of Jiang et al with another 
N-acyl protecting group described in Greene et al. 

The Examiner contends that "[o]ne of ordinary skill in the art would have 
recognized that a wide diversity of possible groups can be used to accomplish the same 
goal of protecting the 2-amino group on the synthetic intermediate, and that substituting 
one for another is routine and conventional in the art". Applicants again submit that the 
substitution of protecting groups must be undertaken on a case by case basis with due 
reference to the synthetic sequence as a whole and the individual characteristics of the 
molecules involved. The Examiner's assertion that such substitutions would have been 
predictable and routine is not well founded. Reconsideration is requested. 

Claims 1,2,4 and 25-27 stand rejected as allegedly representing obviousness- 
type double patenting overclaims 1,3-13 and 16 of Appln. No. 10/530,851. Claims 1, 
2, 4 and 25-27 also stand provisionally rejected as allegedly representing obviousness- 
type double patenting overclaims 14-18 of Application No 11/813,737. Applicants note 
the provisional nature of these rejections and request that the rejections be held in 
abeyance until the case is otherwise in condition for allowance. 
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This application is submitted to be in condition for allowance and a Notice to that 
effect is requested. 



MJW:tat 

901 North Glebe Road, 11th Floor 
Arlington, VA 22203-1808 
Telephone: (703) 816-4000 
Facsimile: (703)816-4100 



Respectfully submitted, 



NIXON & VANDERHYE P.C. 




Mary J\ Wilson 
Reg. No. 32,955 
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